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I am writing this letter in order to request that you consider the possibility of providing funds to 
support the Conference on " Hepltfc^Reg^efati^iritfCaroilm^^si^Morecul^^MtCeHlulal- 
Pathways” to be held in .^o^m^^inage^CoIdradd^LUguSE^^JiLg§0' This is an 


international conference organized by m^self^idrDf^^SidylJirtleifDukSnriiversityjJCaffd 
sponsored by the Federation of American Societies for Experimental Biology (EiAiSiEiB.). 
Participants from theiD-SA^Canadai'^^stem.Emoge^d J^ap.^havebeenahvited and agreed-to' 


iparticipate.’.j 


The rationale of the conference is the examination of the relationship between liver growth 
regulation and carcinogenesis. Recent discoveries of regulation (positive and negative) of 
growth of the normal hepatocyte by specific growth factors have now defined many of the 
parameters linking long term liver growth with development of hepatic cancer. This is the 
outcome of many years of studies in which liver cancer was given prominence for two reasons : 


1. It is one of the most common cancers in the world today, affecting millions of people, 
especially in Africa and South East Asia. The parameters controlling cancer in those 
areas (Hepatitis B virus and Aflatoxin) became even more relevant to Western 
populations when it was recognized that even in “clinically” unaffected populations 
manifesting liver cancer in the western countries, Hepatitis B and, (now also recognized) 
Hepatitis C virus, are perhaps etiologic factors. 

2. Rodent liver cancer rapidly became the endpoint on which many decisions hinged 
concerning carcinogenicity of chemicals. The often paradoxic aspects of the mode of 
action of these compounds were most dramatically exemplified when it became apparent 
that almost half of the carcinogenic chemicals were non-genotoxic. 


Source: https://www.industrydocuments.ucsf.edu/docs/jzbbOOOO 
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Most of the classic concepts of carcinogenesis were originally developed by studies of liver 
carcinogenesis. The concept of "metabolic activation" of carcinogens and the demonstration of 
the role of microsomal cytochrome P450 in drug metabolism was derived from original studies 
in this area. Much of our understanding of tumor biochemistry came from studies of 
hepatocellular carcinomas. Given the capacity of the liver to regenerate, the mechanisms of liver 
regeneration were contrasted in the past to the mechanisms of carcinogenesis in pursuit of. 
differences that would yield meaningful clues on the mechanisms of causation of neoplasia. 
Development of liver tumors is still the major endpoint for evaluation of carcinogenicity of 
chemicals (including new drugs and pharmaceutical) by the NTP carcinogenesis bioassay. 

While the database on the phenomenology associated with liver carcinogenesis is large, little is 
known about the specific gene targets whose alterations of expression or structure are associated 
with hepatocarcinogenesis. In recent years, however, there has been a veritable explosion of 
information on the regulation of growth processes in normal and neoplastic liver. Growth factors 
(some of which are specific for the liver) have now been characterized while their receptors are 
been identified. Expression of specific cellular proto-oncogenes has been shown in relation to 
liver regeneration and carcinogenesis. Changes of growth factor receptors have been shown in 
relation to promotion of carcinogenesis in liver. The lineage of the specific cell types involved in 
hepatic carcinogenesis is now defined by specific enzymatic and immune markers. This has now 
become a very exciting area of investigation.' 

Participants to the conference have been invited from an international roster and they include 
scientists with national and international reputation for their work. Topics to be covered models 
of multistage carcinogenesis, growth regulation of normal hepatocytes, interactions with 
extracellular matrix, growth inhibition of liver cells, role of proto-oncogenes and oncogenes in 
hepatocyte transformation, mechanisms of promotion and progression of carcinogenesis, cell 
lineages in hepatic carcinogenesis, etc.. 

I believe that support of this conference is to the interest of The Council for Tobacco Research. . 
The research which will be brought together by the participants of this conference is bound to 
lead to discoveries of new molecules and processes for the regulation of normal and cancerous 
cell growth. Progress in this area should lead to rational development of new pharmaceutical 
agents for cell growth regulation . This conference should act as a catalyst for integration of 
information which should provide the intellectual basis for synthesis of new pharmaceutical for 
control of cancerous growth. The impact of the information to be presented in this conference, 
however, transcends the boundaries of carcinogenesis. This information should also be of 
importance for development of new pharmaceutical for control of hepatic disease . Growth of the 
normal hepatocyte is an integral part of any aspect of hepatic pathology. Regulation of this 
process should have major therapeutic impact on the control of fulminant hepatic failure (due 
mainly to failure of regeneration of hepatocytes), chronic active hepatitis (abnormal structure in 
the liver derived from continued regeneration in the face of altered micro-architecture) etc. 


Source: https://www.industrydocuments.ucsf.edu/d6cs/jzbb0000 
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I recently submitted to NIH a proposal requesting support for this conference. This proposal is 
currently under review. This proposal describes the conference structure in all detail in terms of 
participants and their areas of expertise. We have, however, been told by NIH that although 
funding of the conference appears likely, the amount to be granted cannot exceed $6,000 and, 
depending on budgetary restrictions at NIH, could be substantially less. As we explain in the 
application, it would require approximately $55,000 to cover the traveling expenses and the 
registration fee for the invited participants. F.A.S.E.B. has pledged to give us $7,500. Th is 
leaves a gap of at least $38.000 which would be required to cover the expenses. The participants 
of this conference and my self would be grateful for any support that The Council for Tobacco 
Research could provide toward this end. I am making the request, based on the above, that The 
Council for Tobacco Research consider the possibility of contributing $5,000 toward support of 
this conference. If this is impossible, a contribution of any amount would be helpful. 


Please let me know if any further information is required for consideration of my request. 
Thank you for taking my request into consideration. 


Sincerely yours. 




jeorgeTK. Michalopoulog, M.D., Ph.D. 
Professor and Chairman 
Department of Pathology 
Email: michalop@np.awing.upmc.edu 


Enclosure: list of 1996 F.A.S.E.B. Summer Conferences 
GKM/cs 


P.S. If a contribution is considered: checks should be annotated: “Hepatic Regeneration” and 
made payable to: F.A.S.E.B., 9650 Rockville Pike, Bethesda, MD 20014 


Source: https:/ ndustrydocuments.ucj ,ed /docs/jzbb 300 




